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* Prolonged biologic activity after a single administration
* Immunogenicity

* |nvasive procedure

 Dynamic nature of living cells (may differentiate in vivo into
undesired cell types) ~ ability to migrate ~ pre-treatment
(donor or recipient)

* Feasibility of manufacturing

* Preclinical data may not always be as informative as for small
molecule pharmaceuticals

Eﬁ%mgﬂ %/\/\FIREI-I___[/Q%—FL?E % |

- ANEBREMAREEERFE - BAREZLE2UHER A BRERE S 282 A5 H1/(2015-
12) http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b- 43dd-85ad -d30eleb506ch.pdf

— US FDA: Preclinical Assessment of Investigational Cellular and Gene Therapy Products
November 2013

Bﬂ'@ %A%ﬁnnﬁ%q’ %
m,_.:. ;Illg\;[

®


http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf
http://www.cde.org.tw/Content/Files/Knowledge/5e5e0172-460b-43dd-85ad-d30e1eb506cb.pdf

5 AR

Trial Objective
— Safety
— Dose exploration

— Feasibility Assessments

Al BB E I E S

— Pharmacology activity Assessment

Study Population

Control groups and Blinding

Dose and Regimen
— Starting dose

— Dose escalation and regimen

Treatment Plan

— First in man study- Staggering Administration

— Cohort Size

— Operator Training and Documentation of Procedures

Monitor and Follow-up

— General Monitoring Considerations
— Specific safety issues: acute or delayed infusion reactions, autoimmunity, graft failure, GVHD,

new malignancies, transmission of infectious agents from a donor, and viral reactivation.

— Duration of follow up
Study Stopping Rules
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Center For Dru U Evaluation

FDA guidance: Considerations for the Design of Early-Phase

Clinical Trials of Cellular and Gene Therapy Products
2015
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* Confirmatory studies should be in accordance to the existing
general guidelines for the specific therapeutic area.

— Randomized controlled, comparative trials are preferable over single
arm trials, or trials with external, historical controls, as they eliminate
confounding baseline variables, reduce bias and are better suitable to
obtain an unbiased estimate of the treatment effect.

— Clinical efficacy endpoints as defined in specific guidance for the
studied indication or disease are the basis for the clinical evaluation of
ATIMPs. In cases where long-term efficacy is expected, the endpoints
should also focus on the duration of the response

— Should ensure that patients enrolled in clinical trials (starting with FIH
trials) are appropriately followed-up in order to generate long-term
efficacy and safety data sufficient to support the marketing
authorisation application.

EMA: Guideline on quality, non-clinical and clinical requirements for investigational advanced
therapy medicinal products in clinical trials. 2019
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E APl GMP:ERA X - &5 {51

QB.EEAZFRT ZFRMNECMPERE

AB.EEZBEANMBEM EXEHAZNEREGMPERXEA:

1. ZZEMedicines and Healthcare products Regulatory Agency (MHRA)Er#% 8 ~
Certificate of GMP Compliance of a Manufacturer -

2. @ & Health Products Regulatory Authority (HPRA)EF1Z22 7 Certificate of GMP
Compliance of a Manufacturer -

3. % # Finnish Medicines Agency (FIMEA)F1% 22  Certificate of GMP Compliance of
a Manufacturer -

4. I5E Swedish Medical Products Agency (MPA)ET#% 2% 7 Certificate of GMP
Compliance of a Manufacturer -

5. &L E3EEstonia State Agency of MedicinesFfi% 2 ~Certificate of GMP Compliance
of a Manufacturer -

6. :ZEAgence nationale de sécurité du médicament et des produits de santé (ANSM)
% 2% 7 Certificate of GMP Compliance of a Manufacturer - ;ZEANSMER B eI =11
BGMPEREXH » ERMEETIE ZeudraiBBE3X# (~RB%E) - ZEGMP - ZE EUDR
A £

7. &/ 7| Agenzia Italiana del Farmaco (AIFA)#% 8 7 Certificate of GMP Compliance of
a Manufacturer -

8. ¥ +Swissmedict% 22 7 Certificatae of GMP Compliance - %+ GMP1 - % +GMP2
9. & Danish Health and Medicines Authority (DHMA)PF1% 2 7 Certificate of GMP
Comnbliance of a Manufacturer - B&EGMP - B ZGMP(Eudra)

TFDAEW : BE > £BEE > HET HMEME(GMP/GDP) > HET K
™ MEBEABBRLERPC
Center For Drug Evaluation



https://www.fda.gov.tw/TC/index.aspx
https://www.fda.gov.tw/TC/site.aspx?sid=37
https://www.fda.gov.tw/TC/siteContent.aspx?sid=332
https://www.fda.gov.tw/TC/siteContent.aspx?sid=332
https://www.fda.gov.tw/TC/siteList.aspx?sid=301

HZA-GMP:ERAS F

MINISTRY OF HEALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN
2.2, KASUMIGASEKT 1-CHOME, CRIYODA-KU, TOXYO 100-8916

CERTIFICATE

It Is hercby certified that the follawing menufacturing site of

. in which the following product is
producad is sebject to our inspections ot suitadle intervals, end the manafecturing i
n the site conforms to alf the requirements of the Ministerlal Osdinance on Standar
ds for Manvfactaring Control asd Quality Control for Drugs and Quasi-dregs (VDrug
/'Quesi-drags. GMP Ordinence™) laid down in accerdance with the recommendation o
[ th¢ World Heslth Organization,

Name of Msnufacturing Sits:

Address:

Product:

Na.
TOKYO, date

Makolo Nakeigawz

Director, Compliance and Warcotles Divisioa
Frarmuccutical wad Foad Safery Bureau
Minlstry of Health, Labour sad Welfare

(Form No.14-1)
MINISTRY OF HEALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN
22, KASUMIGASEKI 1-CHOME, CHIYODA-KU, TOKYO 100-8916

- EERTIFICATE

It is herehy certified that the following manufecturing site of (name of the manufacturer), (address),
in which the following product(s) is{im} produced is subject to our inspections at suitable intervals,
and the manufacturing in the site conforms to all the requirements of the Ministerial Ordinance on
Standards for Manofacturing Control and Quality Conirol for Drugs and Quasi-drugs
(*Drugs/Quasi-drugs GMP Ordinance™) laid down in accordance with the recommendation of the
World Health Organization.

Mame of Manufacturing Site:
Address:
Product{s):

Mo,
TOKYO, date

(BERHESE - REAUERE)

Director, Compliance and Narcotics Division
Pharmaceutical Safety and Environmentnl Health Bureau
Ministry of Health, Labowr and Welfare



-API CPP

United States Food and Drug Administration
Center for Drug Evaluation and Research
10903 New Hampshire Ave, Silver Spring, MD 20993, United States of America
CDERExportCertificateProgram(@fda.hhs.gov - Telephone (301) 796-4950
Certificate of a Pharmaceutical Product - Active Pharmaceutical Ingredient (API)
cerinicar { G Centificate Issue Dite: Auguist 27, 2018 Centificate Expiration Date: August 26, 2020
Exponing Country: UNITED STATES of AMERICA

Importing Country: TAIWAN
1.

Drug Trade Name. [ntemational or Nativnul non-proprietary name {us applicable) & dosage ﬁ!‘rm:_

Active [ tent]s ) and amount{s

1.3 Is this product licensed to be placed on the market for use in the exponing country? No
1.3 15 this product actually on the in the exponing country™ Yes
1.H.1

Applcan o cefisie mame & ot
1H2 Status 0! Applican): Manufaciarer

TR
LH3  Why is marketing authonization lackine? Not Reguired
B4

Remarks:The firm propescs te export the active pharmaceutical ingredients {AP1) listed above, which when properly labeled with statement "Cautlon: For further manufacturing, processing or repacking”, may be freely
marketed in the United States of America at this iime,

3 Dozs the certifving authority arrange for periodic inspection of the nianu facturing plant in which the dosage form is produced? Yes

N | Periodicity of routine inspections (vearsh: P t to section S10(hY3) of the Federal Food, Drug & Cosmetic Act, Inspections will oceur in accordance with a risk-based schedule
3.3 Has the manufacwre of this lype of dosage form been inspected? Yes

33 Do the facilities and

Andrer Perlioni, Branch Chief
Drug Impurt Export Compliance Branch
Dhvision of Impons. Exports & Recalls
Office of Drug Security, Integrity & Response

HEBEFABRBRSLERP &
Center For Drug Evaluation



-EIREM#H =

A D M | NISTRATION {?i::’,?:‘li.’,,“;,aitff?x?n‘i‘{?fﬁi’&
Office i

(301) 796-3254
301) B47-8742

Reference: inspection Date(s): 0372772017 - 03/3172017

We are enclo: he establishment inspection repert (EIR) for the inspection
Adminmstratic ted at your premises on the referenced locale and date(s). When the Agency concludes
that an inspection is “closed” under 21 CFR 20.64(d)(3), it will release a copy of the EIR to the inspected
establishment. This procedure is applicable to EIRs for inspections compicted on or after April |, 1997,

g acopy oft that the U.S. Food and Drug

The \eu\c) wmmualn works to nnkc its tc;__ul.xlon process and .ic( \uu,s more tre.nsparuxl to ux l\gula!cd

portion I xhc report; it may reflec
Act (FOIA)} and 21 CFR Part 20. This, however, does oot [\'C(l wie you from lx.\.UP':'UHgd Mllmnn‘ mlornml'ou under
FOIA.

If there is any question about the released information, feel free to contact me at 301-796-7364,

fda_phone

A, please visit our website

=

Sincerely,

For more information on the US, F

er: [

Enc

stablishment Inspection Report (EIR)

stablishment Tnspection Report FEI:
El Start:
El End:

the lollowing:

JURISDICTION (PRODUCTS MANUFACTURED AND/OR DISTRIBUTED)

The firm currently manufactures the following produets for the US market:
As such. these products manufactured by the firm are subject to the requirements of current Good
Manufacturing Practices under 21 CFR Part 211 and the Food. Drug and Cosmetic Act.

The following products will be manufactured by the Nirm for the US market in 2017:

Product Name DM F# Status

WValidation i ompleted. and

amendment of site change will be submitted in

.=\uiiu51 2017, Interested US customer for

_ B | oidaion completed. and amendment of site
f change will be submitted in September 2017,
Interested US customer f'or*

ﬁ Yalidation will be carried out in M .

and the amendment of site change will be
submitted in October 2017,

A list o the firm’s APls is pm;'i‘t_h:d in Exhibit #3. The firm provided a list of all customers in
Fxhibit 24,
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